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Chemoradiotherapy for muscle-invasive bladder cancer

* Chemoradiotherapy (CRT)
* Bladder-preserving alternative to radical cystectomy
* RT + chemotherapy as radiosensitizer

* |ldeal CRT regimen not yet determined
* Type of chemosensitizer varies between geographical regions in NL
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Capecitabine as an alternative to 5-fluorouracil

* 5-FU (+ MMC() * Capecitabine (+ MMC()
* Intravenous administration * Prodrug generating 5-FU
+ associated risks preferentially within tumor
* Chemotherapy requires hospital * Oral administration (tablets)
admission * Drug intake at home
* Regular hospital visits for RT » Less hospital visits

=) \ore patient-friendly
mmm) Replace 5-FU?
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Obijective

* To evaluate toxicity, overall and disease-free survival
of 5-FU (+ MMC) versus capecitabine (+ MMC) in patients with MIBC
using real world data
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Patient selection

* Netherlands Cancer Registry
« MIBC (cT2-T4a NO/1/2/x MO/x)
* Urothelial carcinoma

* Diagnosis between November 2017 and November 2019
* Treated with CRT

5-FU + MMC (N=111)

Capecitabine + MMC (N=111)

* Additional data collection within BlaZIB study*
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Patient and tumor characteristics largely comparable

* No difference regarding:
* Gender, age, comorbidities, BMI

* Patients in capecitabine group had:
* Better performance status
* Higher socioeconomic status
* Lower disease stage

_ 5-FU + MMC | Capecitabine + MMC

Performance status

ECOGO
ECOG 1

ECOG 2 or higher

Socioeconomic status

Low
Middle
High

Disease stage (cTNM)

cT2NOMO

cT3-T4aNOMO
cTanyN+MO

50(45.0%)
45(40.5%)
16(14.4%)

36(32.4%)
47(42.3%)
28(25.2%)

71(64.0%)
37(33.3%)
3(2.7%)

66(59.5%)
35(31.5%)
10(9.0%)

20(18.0%)
40(36.0%)
51(45.9%)

90(81.1%)
17(15.3%)
4(3.6%)
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Treatment compliance and toxicity

* 5-FU (+ MMC() * Capecitabine (+ MMC()
* 62% complied to curative protocol * 77% complied to curative protocol
* Mostly 66 Gy in 33 fractions * Mostly 60 Gy in 25 fractions
* Toxicity* reported in 21% (n=23) * Toxicity* reported in 14% (n=16)
* Mostly hematological (n=8) * Mostly hematological (n=6)

*Toxicity defined as: adjustment of CRT schedule, complications (CTCAE >3) or readmission to hospital due to CRT
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Overall survival appeared in favor of capecitabine

 2-year adjusted™ overall survival
* 5-FU vs. capecitabine:
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*Inverse probability treatment weighting (IPTW), based on performance status, disease stage, socioeconomic status
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No significant difference in disease-free survival

* 2-year adjusted™ disease-free survival
* 5-FU vs. capecitabine:

10~ + Censored
(0] (o) —
* 50% vs. 56% (p=0.50) Logranik p=0 4950
_ ﬂ_ﬂ -
ey
E
5
a 06—
2
-
E ﬂ."’r =
=
%
341
$ 02-
&
00—
I I T I T
0o 05 10 15 20
Time since start treatment (years)
5-fluorouracil + MMC 108 a5 70 L] 20
113 a7 TG 59 27

*Inverse probability treatment weighting (IPTW), based on performance status, disease stage, socioeconomic status
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Discussion

* Limitations
* Potential underreporting of toxicity
* Confounding by unmeasured factors?

 Strengths
* First to compare 5-FU and capecitabine in unselected, nationwide population
* High-quality, real-world data
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Conclusions

In chemoradiotherapy for MIBC...

5-fluorouracil Capecitabine
(+ MMC) (+ MMC)

* Toxicity =

 Survival (OS & DFS)

* Patient-friendly <

mm) Our data support replacement of 5-FU by capecitabine
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Thank you for your attention!

|.vanhoogstraten@iknl.nl

www.blazib.nl
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